
EXHIBIT D 

Chronology of Significant Activities Regarding IND 36,704 and NDA 21-272 for 
Remodulin™ (treprostinil sodium) Injection 



Date 


IND/NDA 


Sponsor 


Description 


April 15, 1991 


IND 


Burroughs Wellcome 


Original IND Application 


August 15, 1991 


IND 


Burroughs Wellcome 


Protocol 01 Amendment 


August 23, 1991 


IND 


Burroughs Wellcome 


Investigator CV and 1 572 Protocol 01 


October 28, 1991 


IND 


Burroughs Wellcome 


Investigator CV and 1 572 Protocol 01 


October 19, 1992 


IND 


Burroughs Wellcome 


IND Annual Report 


December 10, 1993 


IND 


Burroughs Wellcome 


IND Annual Report 


April 21, 1994 


IND 


Burroughs Wellcome 


Request to place IND on Inactive Status 


February 3, 1997 


IND 


LungRx 


Letter regarding transfer from Glaxo Wellcome to LungRX, Inc. 


February 14. 1997 


IND 


LungRx 


ls< Submission under LungRx - provides for new Protocol P01:01, 
Investigator's Brochure, Clinical Report, and CV and 1572 for Dr. Rubin 


April 15, 1997 


IND 


LungRx 


CMC update/response to FDA questions. Amendment 1 to P01 :01 , and 
Investigators 1572 and CVs 


June 4, 1997 


IND 


LungRx 


Orptian designation granted for PPH 


June 10, 1997 


IND 


LungRx 


Amendment 2 to P01:01 


Julv 18 1997 


IND 


LunoRx 


Amendment 3 to P01 01 

/\1 1 Iwl lUI 1 1 wl 1 1 V 1 w 1 iW 1 


August 7, 1997 


IND 


LungRx 


New Protocol P01:02 (PPH), Investigators Badesch, Barst, Brundage, 
McGoon, Robbins, Rubin and Tapson CVs and 1572s and summary of 
Toxicology Report on 3-day Rat Infusion 


Qanfomhor 19 1QQ7 
OcpLciilUcl IC-t ISUI 




1 iinnRv 
LUiiyrvA 


fiainp CVand 1572 


Nlnvpmhpr 11 1 QQ7 

INUVCIIIUCI 1 1, 


IND 


1 RX Phflrmar^iitinfll^ 


fViFTP^nnnriprifiP rp" 1^ rnshilttv tn ripupinn a*;^av fnr 1SAU81 and 2^ 
PK analysis for P01:02 


Nnvpmhpr 90 1 QQ7 


IND 


1 Ry Pharmanpiitir:al<s 

Lr\/\ r 1 lai 1 1 loucu Liwciio 


fVimnanv Namp rharnp Ampndment 1 fo P02 01 addinn clinical 

wul 1 tual i y 1 lal lie ul lul lUC, 1 ICI lUI 1 ICI 1 1 1 IW F v^.w I auull lU will lluoi 

chemistry profile, including liver function tests and Investigator 
registrations for Drs. Badesch, Frost, Bourge, McLauglilin, and 
Brundage 


November 21, 1997 


IND 


LRX Pharmaceuticals 


Registration of Investigators Bourge, Frost, and Ricti 


December 22 1997 


IND 


LRX Pharmaceuticals 


Amendment 1 for P01 :02 (PPH) 


December 23, 1997 


IND 


LRX Pharmaceuticals 


New Protocol Submission P03:01 (Lower Limb Ischemia), Investigator 
CV and 1572 


January 15, 1998 


IND 


LRX Pharmaceuticals 


Amendment 2 to P02:01 , (Portopulmonary Hypertension), modifying 
exclusion criteria 


February 2, 1998 


IND 


United Therapeutics 


Company and Drug Name change. End of Phase II meeting 
confirmation. Phase III Development Plan 


Februarys, 1998 


IND 


United Therapeutics 


SAE Report for P01:01 patient 02005 


March 13, 1998 


NDA 


United Therapeutics 


Minutes of the February 20, 1998 meeting between FDA and UT 


March 16 1998 


IND 


United Therapeutics 


Amendment 1 to P03'01/PVD/Lower lea Ischemia) modification to 
1571 to provide for Dr. McAllister and Dr. Smith for Safety 


March 19 1998 


IND 


United Theraoeutics 

will LvU 1 1 1 wJ Ul/wU UWW 


IND Annual Renort 


March 26, 1998 


IND 


United Therapeutics 


Correspondence re: End of Phase II meeting, request for expedited 

Hpuplnnmpnf fnr PVH 


April 7,1998 


IND 


United Therapeutics 


Pre-Clinical Toxicology Shjdies: 3-Day Rat; Acute Dose Study in Rat; 
14-Day Dose Study In Rat; Acute Dose Study in Beagle Dogs; 14-Day 
Dose Study in Beagle Dogs; 


April 10, 1998 


IND 


United Therapeutics 


New Protocol Submission P01:03 (PPH 8 Week Study), Investigator 
Registrations Rich, Barst, Bourge, Gaine, and Shapiro 


May 12, 1998 


IND 


United Therapeutics 


Amendment 1 of P01 :03, providing for addition of blood sample 
collection as per FDA suggestion 


June 17, 1998 


IND 


United Therapeutics 


Amendment 2 of P01 :03, providing for new formulations of drug to be 
used, for dose administration changes, for a pregnancy test in week 8, 
for three new patients to be included, for vital signs to be collected 
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Chronology of Significant Activities Regarding IND 36,704 and NDA 21-272 for 
Remodulin^^ (treprostinil sodium) injection 



Date 


IND/NDA 


Sponsor 


Description 








during dose optimization and for AEs to be followed to resolution 


June 19, 1998 


IND 


United Ttierapeutics 


CTX Variation (Clinical Trials Exemption) 


June 23, 1998 


IND 


United Therapeutics 


New Protocol P01:06 (Continuation Study), Investigator Registration for 
Drs. Barst, Bourge, Rich and Gaine 




IND 


llnitpri Thprsnpiifip^ 


Ampnrimpnt !^ of Pn?*ni nrnviriinn fnr mnriifinaHnn nf pntrv wilpria and 

UT (company's) address change 


AiifiMct? 1998 


IND 


United TheraoGuHcs 


P01 '02 New Investiaafor Reoistration Dr Oudiz to reolace Dr 
Brundage 


November 2, 1998 


IND 


United Therapeutics 


New Protocols P01:CI4 (North American Pivotal) and P01:05 (ROW 
Pivotal) includes original revision and Amendment 1, Registration of 
Invpsfinators and CMC infomiafional amendment orovidino for the new 

ti 1 vcouuuLui o, ai lu w ivi w II 1 lui L 1 lauuj loi oi i ici lui i ici 1 1 yii u viuii lu iwi uiw iidn 

formulation of UT-15 to be used in the studies 


October 26, 1998 


IND 


United Therapeutics 


Amendment 2 to P01:06 , providing to allow an optional hemodynamics 
and exercise assessment in patients entering this study from P01:03 


KInwamKar Q 1QQR 


liNU 


UllllcU 1 llciapuUUUo 


regimen, clarification of inclusion/exclusion criteria and amend 
statistical analysis section to permit second interim efficacy analysis on 
combined trial data 


December 22, 1998 


IND 


United Therapeutics 


Amendment 3 to P01:04 and P01 :05 ; providing for the modification of 

ocvcidi cniiy u iiciid, duuiiiy d ijiuudi ^udiiiy ui iiic ijibuuiiiciu as o 

secondary efficacy measurement; revising the statistical analysis 

<;prtinrT anrl Hflrifvinn rprtpin pifi<sHnn "itiirlv nrfvrpriiirp<; 

DCOUUII, dllU OIQIIIJiny 1^1 tall 1 CAIOUII^ OlUUj pi vl.*wUUI co> 


December 29, 1998 


IND 


United Therapeutics 


Amendment 3 to P01:06, providing consistency between this 
uncontrolled study and two controlled studies, specifically; updated 
information on drug formulations and storage conditions; a revision in 

rfncrnn ronimpn* ^nrl miiiitiorml pynprfpri nrlvpr^p pupnt^ rplnfpH tr> 1 IT- 

15 


Fphniarv 12 1QQQ 


IND 


Unitpri Thpranpiitfns 


Reoistration of new P0105 Investloators for Israeli sites' and 
registration of P01 :06 Investigators 


April 15, 1999 


IND 


United Therapeutics 


CMC changes in two volumes, specifically changes to the DS 
reference standard, synthesis method and analytical controls; DP 
updated analytical specifications and stability data; and Placebo to 
include a new specification for metacresol. 


May 4, 1999 


IND 


United Therapeutics 


Correspondence requesting meeting regards randomization issues 


April 30, 1999 


IND 


Quintiies 


15-Day IND Safety Report 


Mays, 1999 


IND 


United Therapeutics 


IND Annual Report 


Mav7 1999 


IND 


llnitpri Thpranpiittns 


Drua Product Stability Strafeav and reouest for conference call to 
discuss stability 


Mav27 1999 


IND 


United Theraoeutics 


New Protocol P01 :07, for conducting the Bioavailability Study (PK) 


June 21, 1999 


IND 


United Therapeutics 


Submission of final pre-clinical toxicology and toxicokinetic study 
reoorts in seven volumes 


Julv7 1999 


IND 


United Theraoeutics 


Submission includes corresoondencs reoardino 7/15/99 meetino with 

WU Ul 1 II wwl wl 1 II 1 wlU U ^^^1 1 WW UWI lUWI IV^ 1 WU-UI U 1 1- 1 U If 1 vS \Jv lll-WWUVIM TTIUI 

Agency and two certificates of Analysis for lots UT15-99D002 and UT- 
15-99E001 


July 23, 1999 


IND 


United Therapeutics 


Submission of P01 :08 protocol. Acetaminophen interaction study with 
Investgator Data & 1572 


July 26, 1999 


IND 


United Therapeutics 


Submission of P01 :09 protocol, Chronic PK Study in Health Volunteers 
with Investigator Data & 1572 


August 5, 1999 


IND 


United Therapeutics 


Submission of 7/15/99 FDA mtg. minutes 


August 18, 1999 


IND 


United Therapeutics 


Revised Stability Strategy and additional request for approval of 
7/1 5/99 FDA mtg. minutes 
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Remodulln™ (treprostinil sodium) Injection 



Date 


IND/NDA 


Sponsor 


Description 


August 20, 1999 


IND 


United Therapeutics 


Registration of New P01:05 Investigators (North American Sites), CVs 
&1572s and Investigator's Brochure 


September 13, 1999 


IND 


United Therapeutics 


Information Amendment: Chemistry, Manufacturing and Controls: 
10.0 mg/mL; HPLC drug product assay method 


September 23, 1999 


IND 


United Therapeutics 


New Investigators for P01:05 


September 28, 1999 


IND 


United Therapeutics 


Request for Clinical/Nondinical Pre-NDA Meeting 


September 28, 1999 


IND 


United Therapeutics 


Request for CMC Pre-NDA Meeting 


October 13, 1999 


IND 


United Therapeutics 


Registration of last 04 investigator's into the 05 study; CVs and 1572s 


October 14, 1999 


IND 


United Therapeutics 


Orphan Application Request for Designation for PPH 


October 21, 1999 


IND 


United Therapeutics 


Pre-NDA CMC Package Submission 


October 27, 1999 


IND 


United Therapeutics 


Pre-NDA ClinicaiyNondinical Package 


November 2, 1999 


IND 


United Therapeutics 


Orphan Desiqnation Approved 


Novemtier 10, 1999 


IND 


United Therapeutics 


Amendment 4 to P01:06 providinq for Portopulmonary Hypertension 
and HIV patients 


December 6, 1999 


NDA 


United Therapeutics 


Minutes of the November 15, 1999 Pre-NDA meeting between FDA 
and UT 


December/, 1999 


IND 


United Therapeutics 


Toxicology Submission, 6 month dog continuous subcutaneous 
infusion of UT-15 


December 14, 1999 


IND 


Quintiles 


15 Day Safety Report 


December 13, 1999 


IND 


United Therapeutics 


Response to CMC pre-NDA meeting minutes 


January 3, 2000 


IND 


United Therapeutics 


New Protocol P01:10 (Mass Balance Radio-label Study) and CMC 
amendment for radio label batch 


January 6, 2000 


IND 


United Therapeutics 


New Protocol P01:1 1 - Compassionate use study in transition from IV 
Flolan to Subcutaneous UT-15 


January 17, 2000 


IND 


United Therapeutics 


Pre-NDA Clinical-Nonclinical Mtg. Minutes 


January 19, 2000 


IND 


United Therapeutics 


Statistical Analysis Plan 


February!, 2000 


IND 


Quintiles 


15-Safety Report (from Quintiles) 


February 2, 2000 


IND 


United Therapeutics 


Carcinogenicity Rationale 


February 9, 2000 


IND 


United Therapeutics 


Amendment 5 to P01:06 


February 10, 2000 


IND 


United Therapeutics 


Nonclinical Amendment Toxicology and PK Studies in 4 volumes 


February 18, 2000 


IND 


Quintiles 


IND Safety Report SAE Report 


Febmary 18, 2000 


IND 


United Therapeutics 


Protocol Amendment Revision to Amendment 5 to P01:06 


March 6, 2000 


IND/NDA 


United Therapeutics 


Statistical Analysis Plan, final review before unblinding 


Marcti 23, 2000 


IND/NDA 


United Therapeutics 


Final Statistical Analysis Plan Issues for P01:04 and P01:05 (SER072) 


April 11, 2000 


NDA 


United Therapeutics 


Letter regarding exemption from conducting cardnogenidty studies 


April 17, 2000 


NDA 


United Therapeutics 


Confirmation of Presubmission of NDA 


April 28, 20 


IND 


United Therapeutics 


1999-2000 IND Annual Report 


May 5, 2000 


IND 


United Therapeutics 


Amendments 1 to Protocol P01:1 1 to allow patients to transition to UT- 
15 from Flolan 


May 18, 2000 


IND 


United Therapeutics 


Amendment #6 to Protocol P01:06 to allow thromboembolic patients 


June 6, 2000 


IND 


United Therapeutics 


New Protocol P01:12 - Subcutaneous Infusion of UT-15 Therapy on 
Single-Dose Warfarin Pharmacodynamics and Pharmacokinetics in 
Healthy Patients. 


June 29, 2000 


IND 


United Therapeutics 


IND Safety Report - P01:06 Anaemia, Israel site 57; Patient # 557005 


August 11, 2000 


NDA 


United Therapeutics 


Partial NDA submission - CMC and Item 5 Volumes to FDA (35 total; vol 
1.1-1.35} 


September 26, 2000 


IND 


United Therapeutics 


New Investigators - P01 :1 1 

Nicholas S. Hill, MD; Prof. T.W. Higenbottam; Ronald J. Oudiz, MD; 
David Dunbar Ivy, MD 


July 3, 2000 


IND 


United Therapeutics 


IND Safety Report Follow-up P01:06 Anemia. Patient 557005 


October 13, 2000 


NDA 


United Therapeutics 


Synquest (UT Chicago) Acceptable Inspection notification 
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EXHIBIT D 

Chronology of Significant Activities Regarding IND 36,704 and NDA 21-272 for 
Remodulin™ (treprostinil sodium) Injection 



Date 


IND/NDA 


Sponsor 


Description 


October 16, 2000 


NDA 


United Tfierapeutics 


Remaining NDA documents submitted to FDA; Vol 2.1 to 2.69 


October 16, 2000 


IND/NDA 


United Therapeutics 


Name change from Uniprost to Remodulin 


October 19. 2000 


NDA 


United Therapeutics 


Letter from FDA confirming receipt of NDA on October 1 6, 2000 


October 23, 2000 


NDA 


United Therapeutics 


Response to FDA request for microbiology infomiation 


October 25, 2000 


IND 


United Therapeutics 


Registration of New Investigators of P01:06 Study (Zwicke; Lawrence) 


October 31, 2000 


IND 


United Therapeutics 


IND Safety Report 


November 3, 2000 


NDA 


United Therapeutics 


P01:04/05: DSMB and Steering Committee Summary results 


November 10, 2000 


NDA 


United Therapeutics 


P01:04/05: Information requested for statistician 


November 10, 2000 


NDA 


United Therapeutics 


Response to FDA request. List of microbial defidendes provided. 


November 13, 2000 


NDA 


United Therapeutics 


P02:01 : Information for Dr. Nguyen and water injection diagram 


November 16, 2000 


NDA 


United Therapeutics 


Information for dinical sites 02 (Barst), 09 (Frost) and 10 (Bourge) 


November 16, 2000 


NDA 


United Therapeutics 


CRFs requested by Or. Stockbridge P01:04: 23002 and 09001 
P01:05: 50013 


November 28, 2000 


IND 


United Therapeutics 


IND Safety Report 


November 30, 2000 


IND 


United Therapeutics 


IND Safety Report 


November 30, 2000 


IND 


United Therapeutics 


IND Safety Report 


November 30, 2000 


IND 


United Therapeutics 


IND Safety Report 


December 1,2000 


NDA 


United Therapeutics 


P01 :06: Interim Study Updated for Volume 2.51 of the NDA submitted 
September 15, 2000, page 13789, lab data 


December 1, 2000 


IND 


United Therapeutics 


Registration of New Invesfigators of P01:06 Study ( Waxman, 
Edelman, Granton, Shardonofsky) 


December 4, 2000 


NDA 


United Therapeutics 


CMC Background information for the December 7, 2000 meeting 


December 7, 2000 


NDA 


United Therapeutics 


CMC: December 7"' minutes and response regarding starting 
materials for the API synthesis 


December 14, 2000 


NDA 


United Therapeutics 


Con-espondence regarding not presenting to the Cardio Renal Drug 
Products Committee in February Advisory Committee 


December 22, 2000 


NDA 


United Therapeutics 


Response to FDA request - Starting materials for API synthesis. 


December 22, 2000 


NDA 


United Therapeutics 


CMC: Updated Stability Data for 10 mg/mL strength 


January 4, 2001 


IND 


United Therapeutics 


Registration of New Investigator of P01 :06 Study (Ross) 


January 5, 2001 


NDA 


United Therapeutics 


Letter to request meeting on January 25, 2001 to discuss dinical 
issues 


January 5, 2001 


NDA 


United Therapeutics 


Response to FDA request - Classification of 18 discontinued patients 
in P01:04/05 


January 11, 2001 


NDA 


United Therapeutics 


Additional information on patients in P01:04/05 Pivotal Studies 
regarding discontinuations due to AEs 


January 18, 2001 


IND 


United Therapeutics 


IND Safety Report 


January 23, 2001 


NDA 


United Therapeutics 


Agenda and package for the January 25, 2001 Clinical and PK meeting 
with FDA 


January 25, 2001 


NDA 


United Therapeutics 


Submission of P01:1 2 


February 2, 2001 


MAA 


United Therapeutics 


MAA submitted 


February 2, 2001 


IND 


United Therapeutics 


Registration of New Investigators P01 :06 (Gibbs) 


February 2, 2001 


NDA 


United Therapeutics 


Response to Steering Committee queries and January 25, 2001 call 
vflth Dr. Karkowsky 


February 6, 2001 


NDA 


United Therapeutics 


Final Minutes of January 25, 2001 meeting between FDA and UT 


February 9, 2001 


NDA 


United Therapeutics 


Call from Dr. Karkowsky requesting information and darification on 
several issues 


February 15, 2001 


NDA 


United Therapeutics 


Response to request for information regarding the January 25*' 
meeting. Telephone conversation writh Dr. Karkowsky on February 9, 
2001 for additional information to complete the review. 


February 15, 2001 


NDA 


United Therapeutics 


120-Day Safety Update (Volumes 3.1 to 3.12) 


February 15, 2001 


NDA 


United Therapeutics 


Response to FDA request for information. SAS Data Sets for Safety 
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Chronology of Significant Activities Regarding IND 36,704 and NDA 21-272 for 
Remodulin^^ (treprostinil sodium) Injection 



Date 


IND/NDA 


Sponsor 


Description 








Update for P01:06 on CD for 120-Day Safety Report Update. 

Hflrrlmnv nf annnfatpH HRF^ sikn pnrllnQpft 




NDA 


UnitprI ThprsnpiiN^ 


Rp^nnn^P tn FDA rP^irp^t fnr infnrmritinn Mirrnhial rlpfirdpni^^ 

regarding the 1 1/6/00 letter. Reference to 1 1/10/00 response to 
issues Teleohone conversation with Ors Lanoille and Coonev on 
2/1/01. Telephone conversation regarding hand stoppering of vials 
(from 1 1/1 0/00 response). 


February 23, 2001 


NDA 


United Therapeutics 


Response to FDA request for information. CMC Amendment of 
updated stability 


Februarv23 2001 


IND 


United Therapeutics 


IND Safety Report Follovi/-up 


February 26, 2001 


NDA 


United Therapeutics 


Diskette and hard copy of draft labeling. /\lso incorporation of new 
trade name Remodulin. 


February 28, 2001 


NDA 


United Therapeutics 


PK Amendment: Response to FDA request. P01 :1 2 Warfarin 

IIILClavUUII OLUUy lciujco ClIIU iioutivjo. 






Ul IRCU 1 1 iCI aUCUUUo 


PMP AmpnHmpnl rpnarHinrt ^nprtfi^iitfrin^ anH tptiHnn ff\r 1 IT-1S 

ulVlu rMliCIIUIIICIII ICUalUinU apd/lllUClUUII3 allU LCaUNU Lwl \J I 1 iJ. 

Discussinn of chances to dma substancs and druo nroduct 
specifications (97W86; 751 W93; 1AU90). 


March 1,2001 


NDA 


United Therapeutics 


CMC Amendment regarding specifications and testing for UT-15. 
Amendment committing to changes to drug substance and drug 
product specifications. Also revised test methods of drug substance 
and drug product specifications 

>3 r — - ~- 


March 12, 2001 


NDA 


United Therapeutics 


Meeting with FDA regarding NDA issues 


April 4, 2001 


NDA 


United Therapeutics 


Briefing Document for April 11, 2001 meeting 


April 9, 2001 


NDA 


United Therapeutics 


Briefinq Document addendum with completers analysis of walk 


April 11, 2001 


NDA 


United Therapeutics 


Meeting with FDA regarding analysis of P01 ;04/05 data combining 
exercise tolerance with Borq Dyspnea scores 


Apri!12, 2001 


NDA 


United Therapeutics 


/Amendment to pending application - additional statistical analyses 
exercise and Borg Dyspnea scores in P01 :04/05 


April 12, 2001 


IND 


United Therapeutics 


IND Safety Report 


ADril24 2001 


IND 


United Theraneufics 


Reoistration of New Investioators of POVOS Studv fPeoke-Zaba 
Boonstra) 


May 9, 2001 


IND 


United Therapeutics 


P01 :06 Amendment 7- Extension of the chronic treatment phase of the 
study from 3 to 5 years 


May 14, 2001 


NDA 


United Therapeutics 


Amendment to pending application - additional analyses provided to 
support the NDA 


June 14, 2001 


NDA 


United Therapeutics 


Amendment to pending application - Nonproprietary name change of 
Remodulin Injection from treprostinol to treprostinil 


June 14, 2001 


NDA 


United Therapeutics 


Amendment to pending application - CMC amendment 


June 22, 2001 


NDA 


United Therapeutics 


Meetina with FDA to discuss Benefits-to-Risk profile of Remodulin 


June 25, 2001 


NDA 


United Therapeutics 


/Amendment to pending application - Follow-up document to outline the 
Benefits-to-Risk profile of Remodulin 


July 5, 2001 


NDA 


United Therapeutics 


NDA withdrawn for resubmission at a later date 


August 9, 2001 


NDA 


United Therapeutics 


Cardiovascular and Renal Drugs Advisory Committee recommending 
approval of Remodulin by a 6-3 vote. NDA resubmitted. 


August 16, 2001 


NDA 


United Therapeutics 


Amendment to pending application - additional analyses submitted 
following advisory committee 


August 20, 2001 


IND 


United Therapeutics 


IND Safety Report 


September 24, 2001 


NDA 


United Therapeutics 


Amendment to pending application - Further docmentation supporting 
the Benefits-to-Risk profile of Remodulin 


September 27, 2001 


IND 


United Therapeutics 


Registration of New Investigator of P01 :06 Study (Kiely) 


September 28, 2001 


IND 


United Therapeutics 


IND Safety Report 
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Date 


IND/NDA 


Sponsor 


Description 


October 2, 2001 


NDA 


United Therapeutics 


Amendment to pending application - Summary comparison of 
Remodulin vs Bosenlan 


October 5, 2001 


IND 


United Therapeutics 


IND Safety Report 


October 30, 2001 


NDA 


United Therapeutics 


Request submitted for priority evaluation status of Remodulin 


November 1, 2001 


NDA 


United Therapeutics 


Amendment of pending application - submission of USAN "Statement 
on a Nonproprietary Name Adopted by the USAN Council' 


November 13, 2001 


IND 


United Therapeutics 


IND Safety Report 


December 17, 2001 


IND 


United Therapeutics 


Annual Report for Feb 2000 to Feb 2001 


December 13, 2001 


NDS 


United Therapeutics 


Canada - Nev/ Drug Submission 


February 8, 2002 


NDA 


United Therapeutics 


Approvable letter issued for Remodulin 


Februarys, 2002 


IND 


United Therapeutics 


IND Safety Report 


February 13, 2002 


NDA 


United Therapeutics 


Meeting writh FDA to discuss Approvable Letter requirements 


February 13, 2002 


NDA 


United Therapeutics 


Response to Approvable Letter - Submission of vial and carton labels 


February 25, 2002 


NDA 


United Therapeutics 


Submission of postmarketing protocol P01:13 


February 28, 2002 


NDA 


United Therapeutics 


Submission of P01:13 informed consent 


March 1,2002 


NDA 


United Therapeutics 


Request for CMC clarification 


March 7, 2002 


NDA 


United Therapeutics 


Meeting with FDA to discuss P01 :13 


March 14, 2002 


NDA 


United Therapeutics 


CMC Amendment- updated stability commitment statement 


March 20, 2002 


NDA 


United Therapeutics 


Complete Response to Approvable Letter and submission of final 
printed label (package insert) 


April 1,2002 


NDA 


United Therapeutics 


Class 1 Complete Response Resubmission: Final Response to 
Approvable Letter 


April 9, 2002 


NDA 


United Therapeutics 


CMC Amendment 


April 19, 2002 


IND 


United Therapeutics 


Annual Report for Feb 1 1, 2001 - Feb 10, 2002 and Updated 
Investigator's Brochure 


May 21, 2002 


NDA 


United Therapeutics 


Approval letter issued for Remodulin 
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